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(57) Abstract: Medicinal compositions for angiogenic therapy which contain as the active ingredients at least one member selected 
from among substances having a vasodilating effect and/or a platelet aggregation inhibitory effect and substances producing the 
same, and a gene encoding an angiogenesis factor; agents for potentiating the angiogenic effect of a gene encoding an angiogenesis 
factor which contain as the active ingredient at least one member selected from among substances having a vasodilating effect and/or 
a platelet aggregation inhibitory effect and substances producing the same; an angiogenic agent which contains prostacyclin synthase 
gene as the active ingredient; medicinal compositions for angiogenic therapy which contain ets-1 gene and another gene encoding 
an angiogenesis factor as the active ingredients; an agent for potentiating the angiogenic effect of a gene encoding an angiogenesis 
factor which contain ets-1 gene as the active ingredient; and an angiogenic agent which contains ets-1 gene as the active ingredient. 
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mmm 

*mmi±, ifii Sisofcfe ©§r m^mmmmm ^mr^ 0 ^e>fc#b< 

mVolzMTZo *mMlt%fz, 7D^^^ ^ >^@#^?tfE : ?^e t s - 1 

»fe^©. Mmm&m&^o&MteMj&te ^wt^o 

(ifirMT^iMH^) J »U^§o 

Jfo^£ia^0^lft&jaiflmx Folkman e>{3«fco-rS*0t:^^^nfe 
(N.Engl. J. Med. 285, 1182-1186(1971)) 0 &tz*<D&(Dm9lfc&-=>T^ 

m^h^ mntmm^mmmmm^- (fgf) 77; u -(science 257,140 

1-1403(1992)^ Nature 362,844-846(1993) K l*J&iSfflt&if StH^ (EGF) (J.Su 
rg.Res.54,575-583(1993)) s J&Xftfa.mftl&mMm 1 ? (VEGF) ^^ffilLt 

M^W^C^^^tLTV^^. (Circulation 90, 11-228-11-234(1994)) 0 £ 
£ Sf^KlfflilSiimS-? (HGF) MEGFJ:Nlt:^^ 

^J±i3®H^h LTf^ffl-T^Clh^MmLTl^ (J.Hypertens. 14, 1067-1072(199 
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6)) o 

mz.&*mwme>i±. mm&mmmitm (aso) t:*r-r*HGFate : ?©ws& 

'I4*BJ^^^ LTl^S (Circulation, Vol.lOO,No. 18,No. 1672(1999) N Japanese 
Circulation Journal Vol.64, Suppl. I,p478,No.P079 (2000)) 0 
& It 3 Jfi JfiH?3gSft£^ IzttLX, H G F «fs^ Id^ffl T % Z £ * ft 
(Circulation, Vol. 96, No. 8, No. 3459(1997), Ann. Thorac. Surg., 67,pl726 
-1731(1999 K Gene Therapy, 7:417-427(2000)) 0 

IfeVEGF Mfc^- 1: M Lilt ^ /frlSfifejfii^ :r ;i/ WnVEGF 
©^f^jtt (Human Gene Therapy 10:2953 (1999) ) ^ N ^^TJKsSifil^VW;: 
^t§lf?jltt (Circulation 96(suppl II ): 11-382-388(1997)) ifi^ftX^S 
^ ££>fcs ASOjS^fc^-rSSb^ (Circulation 97:1114-1123(1998)) ^, m 
>to&l&%\Z.ttT%>%]& (Ann Thorac Surg 68:830-837 (1999) ) %m^ftX^ 
5o SS*B"CliN Isner r&^c: «fc ASOIf^i^itt 

^e.tbFGFlfe?tibT(t 385 S?^ FD7^-0^f jK^mdx© 
H^tbFGF 36fc? ^An^hCJ:^ Jfli©iSj©ti^D IfciJ: m K£ $ 
ntl^ (Gene Therapy 6(7) : 1210-1221(1999 )) 0 

^>I 2 ;PGI 2 ) fc* N ^M^5~10^©^^^J3IRp<^^^-^-Tfe!9 
(Arch. Gynecol. Obstet., 243,pl87-190(1988), G^ W^H^f£S^^f*&^r 
btcAMP©l/^v^D^tl,^J:iiJ;Ds ^b&ifoW&^M&rMi/I^ 
&^ftJftffl£^r££#&£;ftT^£ (N.Engl. J. Med. 17,pll42-1147(197 
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9)) o'-tbTs liPGI^PGE, (7n^^^>^>E 1 ) , 
<ffiffl&ftTl^o "T&to-feN ASO^TAO (|»gteJftLtejfiiW&) & £©5fcH§Jfofr 

mm^MLx, ihwtmim, m^mmmmm^^oim^mnhx, pg 

©ffl^^«l^«t£tt]IRHS^©te#fcft;B £ fix V» 3 (Prostaglandins, Leuko 
trienes and Essential Fatty Acids. 54, 3Z7-333( 1996 ) s M^W.U, 117,509-52 

K1997)) o ££>s^ mmmte^zmnmimm, wy-m s i^mmmm 

^(Minerva Med. 89,405-409(1998) )-^h^( Am. Heart J. 134, 44-54(1997))% £ 
U±(D J; 5 (3. P G I j^CifiSM^i/J^SiW^I^ftStiS 

m*®^w^izwvx^x&%zbhmt>tix^%o bfrb&* s e>s tu 

^0HGF»fE^§fflV>fei&W*^^{3^H^T3^^©W^ll^^^T 
ffl v^ fc i: < , £© «fc a £ ©fr Wt fctfijj & BJ3 & frfc $ frl 

$e>(C s HGF^VEGFs bFGF, E G F^©iM$t£ Heists fe^Hig|5 
H^"?rag) § e t s — 1 (erythroblastosis virus oncogene homolog 1) (D%M 
£/c3Ibs m%e t s - l§^bTifiimif^(-Mt)?>ffi^©H^^rStt<bT^c 
t&mbtiXUZ (J. Cell. Physiol. ,169, 522-531(1996), HGF©^E#,p< 
5 s -f 3b;i/l/ t?^ — tts 179-185(1998)) 0 IfrUft^&s SgE e t s- 1 ©jtfc^ 
£ jflL^ ^ (3 ffl v s ft c i: fct$R < , * ©$j Jil l:-3^t \±—W m & if* fc $ ft T I > 
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its Mwm <otz^ ©$r *ja& &»T3^£@i^i:!r 
wm&m* %^-FT%m^b%mmfthvx^m-t%, skm^mm © tz 

*^BJ#^>^ HGF«^E : ?^ffll^feIfilm•if^*^^^V^T. PGI 2 ^ 
■T3B*3R (PGI 2 «|, WTs PGIS^tS) ©5tfK^£#fflbfcii 

fflVNfejfiiWff^S^^isv^Tx ?SM©v^ <#fflS&^*^Ufc^Ji±4-*T*t 
liltK^^T^^f, ffe©3t^i:©#ffl^^^*)BJ5>^{3^tiT{i 

T^^TJKsftJ&ASO^^l/^MV^c^©^, HGFlfe?^fci±VEGF 

Mcd^ p g i sjft^^^-r s £ tfcj;^ ^ans^s ufe^ 
p g i s h g f mb^ &fzt±v EGFMm^izxz stmm &m 

G 1 2 ©^^jamfe5g#ffl^ifii/J^#*irP^Jftffl^*T^tiKs &s^fc*P g i 
BJ3£>fr^&-?fc 0 

$ e> fc*^B^#5>{is HGF^VEGF© ^> ^ t ;HsI©Ti t|4i t § fe¥ 

MLfzo *©*£JH, fe¥IStiH-?r-*S e t s - 1 Mfc-F&s^Z&^t-^lz iots 
ifeWfr^fMO^to^tl^^^^^TB^^A^^ofeo e t s - 1 MB 
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(1) MmfcmftmMvr/xi±^mmmwmim%iiT%mWs Mv^mm 

(2) MmfcrnftmRn/xteM^ammwrn^Tzmms j&zfmm 

(3) skmfc^mRUM'hmmMmmm%mT%mWs Ru^mmm*£ 

(4) mm&&ftmj&vfofrmMmtom?m*m-r%>y>)W, Rv^mmwzgz. 

(5) Jftfli^H^^HGFMAliVEGF-Cfe^, iufB (1) ~ (4) 

SS££b2-&£tfjg#c AMP©±#i:14t5feIl:S§s TiulB (1) ~ 
(5) V^Tti^fB«©Jfil^iT^&MISmifl^i^ 

4^K^s Mfc^cDBm-?: btt'^WltTZ, itufB (1) ~ (6) ^-TftfrfB 

(8) StfeWrn^iM * U >-^«^?t^T$»§s tulB (7) gB«© 
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do) h g f h y p *? y-j ? u y-smmmmfc^ t -r&zt 

(11) V E G F Ife? h7D7^^^f^'J >MiiIfe? ^ ^ t^M^ J: 

(12) VEGFStfc^hrn^iM £ ij >-&tfmmMfc : ?t%&mT 3 £ 

d3) m&&mmxi±mmmm®Wimxte^ffitem^t>ti&, mm ( i ) ~ 
(12) v^-rti^i3«6©ifli^if^^fflE^iMtJs 

'«xi±sMfii©^fti^tfeSs tut 3 (i3) nmvitmffiSimmmm. 

(1 5) Mitt* naked dMmmT*mATZZt*WMtTZ>, fufB (1) 
~ (14) V^rtl^fBm©Ifil i gif^vSME^II^s 

(16) i&^te^™^t>VXi±Jfa^«m»$iJ#ffl^^fT^t)Ks &t>*^!£ 

(18) Ifilii^i? A s H G F SV'/Xii V E G F t-^ I) s ffflB (16) Xfc* 

(17) IBti4©Jfil^ff^ffl©±i^Js 

d9) iMff %Rvt/xi±m^mmmmm%mT Rnmm 

c AM? (D±mizm^T%®R~C%>%, tuIB (1 6) ~ 

(is) ^rnmzmvMW^^imcDmmM, 
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(2 0) ynXfVJ? U >M^5Sfe?StaMt bttttSs buIB 

(16) ~ (19) v>-rti^fam©ifiiWif^ffl©ii^Js 

(21) 7vz*vj#v>&ffi#m&& : ?-%%%imft£Lx&m?z^ hg 

(22) mfa&mm5L\±mmmm<Dftmxi&^mzm^ t>M, tuia ( i 6 ) 

-(21) ^-rtiMB«©ifa^ffMffl©itMs 

(2 3) ^D^^^^UV^^^A^^SSl^^bT^W-rSs JfilW 
(24) EftjfiLttj^SlxkttJ!IR^ftl©^*Xtt : 5FI»fc:fflV> t> th&, tufB (23) 
(2 5) e t s- l^fe^^J&Wif^H^^^-H-r^^oatfE^h^^^ 

(2 6) e t s- latfe^fcjfliesff^H^^n-K-rsflfe^at^fc^ffl-r 

(2 7) At If4a? A 5 H G F StF/XliV E GFt$^ tulB (2 5) Xfct 
(26) f3f&©Jfc^$r£^fflB^ffl^tk 

(2 8) HGF&^fce t s- lfcte^fc£W»$#fcbT$W?-^ JfilW 
(2 9) HGFl^fcets-lI^t»nuJ:§«n> Jfil 
(30) itJ&tt^^XttlfeM^a^^X^^l^^ffi ^ & tLSx 15IB ( 2 5 ) 

~ (29) ^^-rnmdmoikmm^mmmmmmm^ 

(3 1) e t s - l&BttmWlffifrt LX-smTZ, Jfi^Kf^H^^n- k 
(3 2) J&^$r£)»ft s HGF;&t>VX&VEGFT&3> itufB ( 3 1 ) 13*8 
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(33) et s-ixtfcttmtbmftbLT'&m'rzs hgfm^^^^m 

(34) &M&mmx&mmmm0m#x&*wizm^btiZs mm o d 
~ (33) urtimBmcDskmm^imcDm^mk 

(3 5) e t s - 1 its? *f LT^tSs JfiiW£r£8!k 

(36) j*Jlil*4^jilXt±ifrJ»^0^*XH:^B&K:MV^n*> MSB (35) 

ci -c jkmrn tz&^xm^btiz ^mm^m^ % =? - f -r § ate-? j 
mfct£fawmm%mmu§%#>^?m, ^u^^h\ & 5 astern 

£©-gB#£:3-F-rS»fe?£fi-ro H«Jk:f±, miiHGF, VEGF, 
VEGF-2, ittFGF ( a F G F ) , i^SttFGF (bFGF) N FGF- 
4, EGF. TGF-«s TGF-^ iM^El3*ftj£«ti3lH? (PD-E 
CGF) N jflt/jN*Rffi*iiS6H-? (PDGF) s flMl&5EH?-a (TNF- 

a) , >^ y vautsta^ r>^7h^^>- 1 fc^sn-Kt-sate? 

ti£ 0 i;fcs VE GF*ir©ate?©^3S*©Jfl|l"r*H I F- l s fe^ 
l^fcfce t s - 1 £^fre ts77^ >J-&^© S $£¥H?£n- p-f^aHS?* 

^IPJl^^T THGF?tfg?j iltts HGF (HGF^W^) 
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ture, 342, 440 (1989), if^l 2777678 -^^^ Biochem.Biophys.Res.Commun. , 16 
3, 967(1989 )fc if fcifBSB© H G F © c D NAS»JD tzmM^Z $ — 

iTHGF^n-Ft^cDNA ©i«@B?[Ji±, tuIB^cM t|3« £ fix V > 3 ffes 
Genbank mcD^—f^—X lz%^M^tlX l^o l£o T Cl;ft £> ©IE?l!ti$g£fc3 

©mRNAt^LTET-P CRSjfr^fr ? CI t^^iz <fc HGFOcDNA 
%S7n-->V-r&Zb&X%%o Ztit>(D?n—-lsS7l± s 0»J£fcf Molecular 
Cloning 2nd Edt., Cold Spring Harbor Laboratory Press ( 1 989 ^©fi^ilrk: 

tm^EGF tmwmzmv Mmm^m %mT%mte^x&%m*)s ##g sj§ © 

h^Tt^^^U^XtSDNA^ 2) bu 1 3 cDNAt J; !)3 — K^ti 

&#y^zw<D7^;mmmtM\,Ti^h<\±um. m^^<itmm) ©t^ 
; it tmWk, K&Rut/x i±mu $ n tc ? ^ j wmn 1* h & % $ > ^ v n & n - 

fctifcEs ^B^©HGF^tfe^©|gB|(C^ttb^o CIClT'lufB 1 ) #0*2) ©D 
NASI #U«&tt*mtt£&&ll8tfBiiU PCR& XMf©A^yiJ^ 
-fc?— >a «fc ^^Ulzn^Z. t&X-gs Mfo&Jte&mffi Molecular Clo 

ning^©S*#£##fc btfj a CI fc#T*££o 

^mto ^fes SiVEGF jfL-fc? § Ig^oTtb^ J; -5 (3 %M 7°^ X ^ K £ 
jAA,£&©£> rVEGF^lfE^j fciffr-r *f*fit)ti±. VE 
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i±mmzmvxcomiR&o^y"^^ ->y^izx tK 4ii©^^^r( vegfi2 

Is VEGF165, VEGF189, VEGF206 £;h,T l^(Science,219, 983(198 

3) s J.Clin. Invest. ,84, 1470(1989), Biochem. Biophys. Res. Commun., 161,851(19 
89)) 0 *#PJ3i3;^T&CI;^©^f ! tUDVE G F«fS^£ <T3 - ^ IT 
tTC&Stfs ^t/^^(3ft^tSt4«^i:^-5il^^S>, VEGF165»^P#J;t> 

S jtfe^-e ft a PI t) s *#PJ3© V E G F JlfE^cDtgBl testis. 

^VEGF&fe^fcHGFjftfe^iilsI^tc:, Jem (011*. tf Science, 246, 130 
6(1989)) EttOiB^JStJf^— ^fc3^^ttrv>SE^Jffi?8K:3£^§s ^ 

t&X%%o 

K -T 5 AlS^ 1 ft* JfiiWff £ft ffl * * 1" -5 £ i: MZ. « i/3 ri £ro £ :fc V > T « 91$ 
^Mte 97/07824 ^ffifcfBtt©lto«rtjSjfflllSfc^rS^«^*s £fc in w> 

£ £ 5 &a&<z> mmm iz&^xit, u gfmb^ m^tc tfiwffi&mm t £ ^ 

Ts 7P^^^^ U ^J^SISljtfc-? (PGISfcfc?) ©#ffl^*R^^® 
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ztiz^v), pgi 2 omr%^^im^fo>bummmffiimte¥<D®m% 

"T — HSW^JfilWlfiSl^I (1^£>^3P$J±£iJ) i:lttl Cafgm^ ACE 131 
alMfrSIs ANP (Atrial Natriuretic Peptide^ /^Mtt^hU^A^J^ 

AS0T*ffiffl£;fc,3lfcWte^J^bTfcfc, m«PGI 2 ^PGE n 
^&C:tl£<£>§§^#: Un/DXK lipoPGE 

tfMiMbi%^©NO K^- g;fc c GMPlg§±#^t§iis 7 
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G I ^PGE 1N & 3 Ufcfcziti (^fnrn^K ^77nxhth 

U£A N lipoPGE^) ^ofc:7°n^^>^>S^iJ^{f ?)ti§ 
flbs F >^lItPl*^Js t^-V— b->^^— ^x^^rc^^ 

§ ^ t± * 7s * ^ ^ =r =y — if V PW^iJ ^ (f 5> ti % o 

c tf3$?^b<ttPGI 2s PGE l MTfiZLtiio(D&fe-&ffimfa (T±U?) tK 
^f)WKIiPGI jSl^^&tiSo 

U^^riss/j— If — 1 (COX— 1 ) jfifs-^s ^D;t^>^— \£- 2 (CO 
X-2) ate^- (Proc. Natl. Acad. Sci. USA, 89 (16), 7384-7388(1992)) s NO ^ 
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mm (fr&m-mmm) MB^s *-r*D-AP450 3ftfc^ ANP (Atrial Natri 
uretic Peptide) 3t^p N BNP (Brain Natriuretic Peptide) Mfc^s CNP (C-t 
ype Natriuretic Peptide) Mfc^te ¥&m? t>tl%o »lb<iiPGI S»fe 
^ COX- 1 Mi^RV COX- 2 Mi^tK W^KJiPGI SJIfe? 

wTs pg i sans^sfliti: vmmT&o 

■fcmmiz&^T rpG i Sjife^j h(±s pg i s^w-^szi— K-rsans 

&A,£&©£, #(3 rpGIS^fE-^j »S^**«o *{»(3{±. B.B. 
R.C, Vol.200, No. 3, pl728-1734( 1 994 95/30013 ^&#(;:fa^ 

©pgi s®cBNA%m&(D%u^m^tem%'<?&— jix^? 

^VEGF»i?Oi^^l5li^ iti&PGI S<T)Mfc?tzttlsT&^m*tM 

L^?tfE^-es.oT^s pgi s i:bTCDftffl^*-r^^>/^*^— F-r&st 

^s^PGI S^fE^^HGFjSfs^^VEGFTtfE^hlBl^ts lufB;£itKfB« 

mmfc?- iz j; % zi - k £ ti a # > / ^ h * s fjt n © p g i s tsi* £ -r a z t its 

ffl\%-lts 6-keto Prostaglandin Fl a enzyme immunoassay kit ( Cayman %±Ms 
^ U >^r^m©^ifHt)*^^DT h^:?^- (TLC) tiD^tHn^ 

m& irt: cfc d s »-f a uh^i^o £ fci^©n»j £f3«© v- ^ tjksi 
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v ^ \±mmm b £ * & tmfc^ ^h^©?!^-? § « v ^ jfte*? m& 
nm&t%>&m-&&z>o {^^n^fcttbtit HGFif^^PGi s 

^■3? — ^fflv^fc^iu £m^cigi§r©— ^fcAS>J£;fu Hl£ 

^_.^ s 1999) o niTs mfamzmmrzo 

£fcs ^fij^V-A (internal type li 

posome) 13 «t Sjfi-ISHP^A^N U stf V — A (electrostatic type lipos 
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ome) IzX&Mfc^mxm, HVJ-'J^V-AS. foMM H V J - U *° V-A 

& (hvj-ave >j*v-a&) N ix-fe^^-^tMfE^^A^ ;^-^^^;v^ 

Tfif* hi:^fcDNA^MtiAt§m naked-DNA ©iS 

mWkzmm^?#-*mmftte^b&£&%zt&^mr&%o naked 

feHVj-'j^ v - a^«s #e*© u *° v - a& t &m hxmmm t ©M-^tsta 
tmnte-M^ztfribs ]&%L^mx&mT*&%o &£>wij tisxitzm (atcc 

£!9A^qJf£) fim^L^tiK XMfc&^©ffe© HVJft (^Jx.i^ATCC VR-90 
7 S ATCC VR-105 ^ £ £ § § o 

h © t- § § ^ ^ # - t- ti it #} fqi & & ^ m ^ * $ - -e & ^ x & & ^ #\ m x. « p 

CAGGS (Gene 108,193-200(1991)) 4\ pBK-CMV s pcDNA3. 
1. pZeoSV >tf h D>f Xh^^y— >*±) fci^iMf e>*l£o 

f«^tifc2®iSW±©mm^^3g,^^^-%, S^l/TIK^ XJiBt^^^ 

^ {3 2 ait w± © at^-? ^ ffi^a h it ®§m^ z $ - % m a -r s £ t % nrtg 
t*i)o se>fc N tffiBu^v-Am©»J{3^v^T{±s 2«im±©nmxi§ia 

lo©U^V-A^(3itAUT#A1-^^i:*)tr^^«\ SiJ^©U# 

§ o 
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-f;i/^s ^u^rw;^ -fe>^w^-r;i/x, sv40 s 

±&$'()VZ. (HIV) ^©DNA^^M^RNA^^^tlWht^Ife 
M±©*fE^ £ i£f*l*l £ a» a -r a £ h *> m fetr & § o 

^,1994 ^4 ^-^,20-45 Ms £tU2S^,36(1), 23-48,1994 s ^ttE^fll, 12(1 
5), 1994s B^^t&^^il «^^^H^fF^M > F^y^,^ • ^-f 
— -^x,1999) o *^BJ-e(±s i/J viVo&WS bl^o 
j/2 fi>o&£ J: ?£j£Bi$<Dj£/iU bfc^ 

j; y)m-$-istin%o mz.it, §i, tis j£f*u sB^w^ir 
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V-ASiO^I h T % £ § § o 

^ y z > y & % ffi \.\ x mm imwtm t# * iz ^ -r^^t^^rnxm^o 

BtZ>Z-b±fiX%%±K &*(D3&&^£ bTO. 0001-lOOmgs 

^^z^zmm (M£±(h£Ms skmm&mtt^—F-rz 
^ p g i 2 mmi$s v e g Fatfe-? ^ p g 1 2 1§ mfo<Dmfr&t>-&te z&m-f ^ 
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wmm^ih&^z >/^s©^, mizMmmm^m^mmmmmi 

(tnM'hfiiffl) fcLTrtjflR£ftT^3fc©T?&ftfc^ ^©tl^fc^&##&-*> 

skeins. 

^wet^o jmnmte&^-tzm&tete, mpm^m m&Mm) , mm 
mnfflx&mm&^MhhT&s m^ij^jw fd>^ 

rts 0 . 4%6D^a^7k^*s^tf £> ft S o «FJf atit h * « ^ u - A s 
J^±CD^»3im^^-etffeftTV^^,^fcJ; t) N m^l^tl^^ft^®^ 

fef*. ig-^^js mmk mmk &?m, %mk &mk mm 

imk mmm, mmmrn, ^mmnmk si^wf»n§ 0 tn^ m^m 

mtcj; D&#£ftf#&o f^jx.«\ tis i&Ms j^Ts j&f*u mmm^t^zm-^T 



SScA^^bl B&fcD*<]0. 0 0 0 1-^50 Omgcomm, £F£L<&ift0. 
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% ti fcfs b# m #) m m % & v ^ x su * t -r & ^ ^ & rti^t & § o 

fcJ\ J&^Jf^^* s ^^^tL^^:T©^^^bT7iffl-r^CI £&X%2> 0 M 

^ (aso) N ^-is^r-ms sbimmm. »iit^s k^sjmiih 
nmwwmhLTi±, mfomzmmmmms m&m, mm&, 

iz mmmmmmhrn izMLxmmzm\,^ti& 0 

ifii mm £ % - k -r § ahs-? c «t s iMfr ^« ©ti»j * * ^ 

WLTV^o tot, ta©i a ttf i4^?£fflgi^©-^i: btf 

H?^n- FT%mfc^<Dmmti^+frtem&te¥izm^izmm£n%o 
%mcommms 100^ mm.) ©*t*s<, sfe^©^ («) § 
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Bu;ffi©«fc5fcHGF^VEGF##fcf£ftao 

t$.Ds ^©^nB^ct *)t]®Ts pg i s^B^Mmm^Mti,xm^m^>z 
>&whT%±T<Dmm mm^mm.Kitmmmm) lzm^zzh&xg&o 

& 80 h u t m n x & % z t & $) & x m t> & t u tz o i~ & fc> t> & © mmm iz ^ ^ 

W\ ets-lif5?hHGFlfE?i:©#fflia^ ^#^T&#L 
fetl^rhib^UT^ «fc b ifil^if ^ OiSjt ^ ti ^5 d ^ *s BJ & A> h ^ o o 

:3Tets-lhit HGF-^VEGFs bFGF, EGF^©J&^ff^H 

e t s - 1 *jYTZ>Ztlz£ I&W§T£i;:|flfc>3«^<DH^ ^M'S-fbl" 3 £ £ 
#*n£>ftT^£ (J. Cell. Physiol. ,169, 522-531(1996). HGF©^|S^,p<^ 
^*;VHf^-4± N 179-185(1998)) ) 0 totHGFlgW^^fs VE 
GF^OHGFJ^^cDlfeWif^H^jtfE^^^l^e t s - lMB^£%WmVtz 

$t-?x*mmiz$>^xi±, ets-n«m xiaffe©^^^*: 



WO 02/00258 



PCT/JPOl/05514 



-2 1- 

(i) e t s - lftfc^tMwm&mttot-vTzmvM&i^-tzmitoi&frt 
( 3 ) e t s - las^^^^t-r^x ifliffif^^io 

r e ts - lplfe^j Jitis ets-1 (ets - 1^>/^) 

fW(3(± N GenBank Acc.No.J0410UlgM^tlT^ ^fc Proc. Natl. Acad. Sc 
i. U.S. A., 85(21), 7862-7866(1988) tfB«4©b h ets-1 © cDNA £ N iiffili©«fc5& 

3ftfc^S*ffi©?Si3&3SSi^# — (#^-f — s ^ ) 

fcftSo ^I^e t s - l^tfE^tts ituxfi©H G Fjtfc^ 
^VEGF£fe^l^©^&CJ;D^P— * 
38W©et s - lfcfe^»5S*&MfclB5££;h/?\ Sg3K£*ia e t s 

- 1 i:^iifl«jt:iacf^ffl*^t-r**e-?-c»si5t)N ^mmcoe t s - 1 

:©<t^et s - l^tfE^&s IutzB© H G F 34 {e-?-^ P G I Sjfltfe?i:l5l« 

J&flB^s*K Hut 3 H G F i&iik^P^ P G I S»fs^|5l*ii:£ti&o 
Ttu$© (1) ©£?£, ets- lpffE^hJ&^ff^H^^^- K1-^)ffe© 
(ets-lW) lfe?^§JSt«i^ 3ii&2IIW±©IlE?!i, 

m *? com p?—*teffl.fr&A,x*ft$i$tiitffi* ©mi * sbsi^ * * - ?i 
£o io©ig^^^-4»fc2®mw±©3Sfe^*«a^^#-©fgm 
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t *u£\ so * © >; # v - a * tii * ^ - & 

Pits 2 mmu±<DMB^fim*®m%^p$~^izmfr&£nfzmm^m% 

et s-l&fc^U#ffl£ft£iM$T£H^©&fe^fcb-tfcJ:x itu$©£3 
t«fPJ3©e t s- lfltfe^fcj^ iiu3&© (2) ©J;?^ HGF^eVEGF 

mtLTs mmr-mm-tzz o £©<fc?&e t s- 
tzmmzmmzti&o HGF?tfE^©ffffi^±i^-r^±i^ij^bT N » 

fcffll^tl^o £ \z.if.%m<De t s - l^tfs^ttx iM© (3) ©J;di3 N ift. 
flWJi:btfMfta^h*t§^o ^©cfcdte t s- l?H£^£lp. 

it^tai^is tutBi:i5iii©?tfE^«'J^bT©^^^ n^mm* 

WiOia^et s - 1 fcfe^f £ ffl <^ i^ffM^®^ £ ti £ j& h b T 
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(aso) , ^-v^-m, ^mmm, mmmmms mmM^m., 
ti%o zmmmtLxit, mitm^mmmmms mmm, mm®, 

lilt T^^TKjti&ASO ^rJUzMLT&mtt (n>hn-;K HGF^l 
fE^s PGIS«f5^s HGF«fE^+PGIS?lfE^) £&#bfc^ TKM§l/-1f 

El 2 (is ^^XTKltJiLASO^^Vl/tMbT^AfE^ (3>hD-jK HGF m 
fe^ PGIS«{^\ HGF»fc^+PGIS»fe^) £&#bfciK TJKM^l/-1f 

T^^TKjtJfllASO^^l/t^UT^-ji^ (3>hD-;K HGF3I 
fE^-s PGISiIl£^\ HGF3I{e^+PGIS^e-T) £&#bfcgU mM&ffimft^M 

0 4ii, hTKAlfilASO^E^l/^^b-t^jl^ (n>hn-;K HGF ?S 
ets-l«l£^ HGF «fc-?+ets-l £&#bfcm. 
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0 5lt ^ v hT&&J&AS0^;i/fc;ftLT#5fcfc : ? (n>hn-;K HGF31 
fs^s ets-l«fe^s HGF ®fE^+ets-l »fc=P) StS#bfc^ EftJfil&gSftP^ 

06(± s 5 y hT&JtJfoASO^^l/fcftbT&fcte^ (n>hP-;K HGF 3ft 

ets-iate^s hgf at^+ets-i atfc?) j^rai^© 

BI7{±s 5 y hTKdlJfllASO^^Ufc^rbT ets-1 ?tf£^£i£# bfcflL JStJfil 

0 8{±, v">^TKj*lfcASO^^;Kc:^J UT PGIS^tf^s VEGF ^fc 
fcts VEGF»e^3atrPGIS3t^*lfi!#Lfe^N JftJfrTKiM^© t h VEGF rl 

K(M)s 2£t>\ £TK(ASO)©LDI fccfc«jfil«£lt*^"r^77?feao 

EUOfciu v>>^TMJ&ASO^^;i/^MLTs PGISatfc^ VEGFaife^ 
gjfcfcis VEGFfcfc^Rtf PGIS5*fc^£&#bfc2MI!^ iJtoT«*0LD 

i iz «fc * jt^fi ©±iin^ * m ^ fc & ^ -r ^ =y ? & a „ 

llltts T^^TKMASOtrJW^Lt, PGISJtfe^ VEGF St^K 
Sfcfcts VEGF»fe^^PGIS3»fE^§:fe#Lfe4MI 3 H m fcJfoTfiSSffi*© LD 

012&s ^^^TJKj^JfilASO^^l/^^rbTs PGISStfe^&tfHGFjtte 
3% VEGF«1k?^ £fcfci\ VEGF?fife^WPGIS?afE^*^#Lfe4M^^ J* 

|13fc ^^TKltJfrASO^VWc^fb-a PGISjftfc^ VEGFJtfS^ 
£fefck VEGF^fe^t>*PGIS^E^^^#bfe4MP^©^Jfil^JS^l®^ 
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% m * mmr & t #> (D&Momm 
i ] 

^■^XTB^MASO ^jk^MJlS HGF jgfe?, PGIS ^fc?cpjg#£jjjjl 
(1) »** 

t h HGF Mfe^teu t h HGF © cDNA 5-111383 ^^fg(3fBtt) 

t«t »3^D — M#n£-01/;2 (CMV) rnt-^-^f 

-T^^^X^ F pcDNA3.1( + ) (Invitrogen*t)fc:#Abfc*)©*ffl^fco 

h h PGIS ?tfc^i±s t. h PGIS CD cDNA (B.B.R.C. ,Vol.200,No.3,pl728-1734 

(1994)) v)tu— cmv ^y^yy—t/l-TPzf-y 

rot-^-^Wt5ISI777^ K pCAGGS(Gene 108, 193-200(1991)) A 
bfcfcCD&ffll^fco 

( 2 ) 

C57BL/6J^^>>^ (8» s j|) ^ffll>fco 10{£#fR©*>:7^-;b£ 200 

fflbfeo 10 Bf^\ Laser Doppler Imager (LDI S Moor Instruments Ltd 
*±SL MLDI5070) £ffl^TffiT&©J«£MU ££©J:t*§I{{}lfeo M 
&TJKi5l^P«3{3, ±13 (1) CD»fc^£ naked plasmid (DBMr&* 500 

#S$s PGIS ?tfE^#«#S¥s HGF?t-fK^J:t>*PGIS^fE^#fflS¥cD4l¥^iS 
/Ebfeo ^^#©21^ :fe<fctf4jllffl&tcfc LDI £ffl^T«£M 
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mmWlfete Fisher' s PLSD mz X ft i fco 
(3)jfeHI 

LDI fc«fcD«a^bfc&eTKJfll«!ECDJt*©JKI©*'fb*Bll fc^bfeo & 
l£^S#iiu©LDI ib^t^T^iiW^0 2 (r^bfeo PGIS jatfc-^Ofi^fc: «fc 

feo HGF3te^©&#£J;t) 2, 4»OM«|^tlfco Sfcx PGIS^ftfK 

hgf ai^-? ^ts^fctitis ^mi^m^^-om^ tttmisT 

^tKffcs (2MP« : hP— ;i/ : 100% HGF 

# : 132% PGIS Mfc^m-*? : 125% HGF Stfe^+PGIS : 177% P<0.0 

1; : =i> h D-;b : 100% HGF 3tfE^K# : 150% PGISstfe-?^ : 1 

04% HGF ^tfs^+PGIS flH&=Pi8!# : 166% P<0.01) 0 

*^»#4 3aBB«©S5Srt^j|!Bllfil^fl&fl£*ia 3 fc^bfco PGISjft^Sfc 
fcts HGF3»fe^fi:#K:«fct)^«BJfllff*JftASiiiabfco PGIS jftfe-?^ HGF jft 

[^wy 2 ] 

Z_y_h TMlfil ASO S^jj/fcMJli HGF jftfc^s ets-1 jjfc^©jg#£j]Jil 

(1) M#4 

t h HGF^tfe^^^i-^igiir^x^ i«ii N ^wji tmm<z>%(D*m^t£o 

Sfes b h ets-1 aMs^fclUbT&N b h ets-1 © eDNA (GenBank Acc.No.J041 
01, Proc. Natl. Acad.Sci. U.S. A., 85(21), 7862-7866(1988)) Soffit J: ?) ^P — 

- > jr u £ rUflg©^^ * * — 1 a b fc & © & m fee 

( 2 ) am 

Sprauge Dawley ^ y h (12 «u If) £fflV^co #{|iJ©:*JiIi!jM£*i§ffi U 
^ y hTJKfiijfiiASO ^^;i/^ftMbfeo ^© 1 STM^rtt HVJ-lip 
osome m%muxMte^%& lOOjug&^-Lfzo mthXlt, ^*-©#i©p 
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>hn-;i/i, hgf mfc^mm-s-ms ets-i&fc^mmm-^m. hgf*^^ 
xxf ets-i KG^wmm® 4m*m%.i>tzo m^^mtMi^^4mmm 

t Laser Doppler Imager (LDI) ^ffi^ts MTKOiSrilbs fe&GDJfaSft 

•7jt7>7 7*- J £m&\z.& DS5^rtCD^«lJfilWJESE*ai^bfco ftHttHGF CD #8 

ELISA b (*NB*&|gflf&ffiSfiQ £ffl^Tvlfl^ bfco 
(3) fgJR 

ets-1 J; t) s i^Ilfi© ets-1 binding t£&#±# L 

fee f;fcs ets-1 JtfE^^ti LDI £J3^T$Jj£ bfcT&JfoSKifcCDJf 
*«±#b (0 4) s ^l^rt^«^^^±iJDbfe (05) o f^fc-fes ets-1 
5te^ata:#t:«J;SJflie«f^i»*i: ASO ^E^i/C^-TS^S&tS^^nfeo * 
fe. ets-1 Mfc^mk&^m-etes iftjfllK©S*OH6F*ftA«±#b'r^3t) (El 
6&lfEI7) s ets-1 ^1k^&#©W$tI4©^ *-XA® 1 oi:fieilfeo 

ets-1 HGF *tfc^# 13 &#bfcfr£teU ets-1 HGF « 

fe^#^^^#bfe^J;t)%LDI«i:b©ii»^IWfc±#b (H4) s #503 
ft^iMMffigfc^fcitZinbfc (0 5) o -T^to-fes ets-1 fcfc^isfcfci: HGF 

lfiimir^^{£B^^ ct t) ASO £ftbT*&T&£#2> s ^£ft&o 

5y MtifliKMl^4>©^H'l4HGFrM^iiJ^bfci:^5s HGF^fc^M^# 
3¥£ D & HGF »fc^Ph ets-1 311£^£#J1 bfcSTe^ v b HGF 

(El 6) o HGF»{E^£Wr£^bfciti^ c k!3& ets-1 ^fc^^fc^bfe 
il^-^s ftHtt HGF CDMIilSl^^fe d h £> x HGF ^ ets-1 ©rS'l^b^M b 

tc auto-ioop mcDmm^m^^^^^w-ti^^nfco 
imtMrn 3 ] 

v fr^TBSEtgjfli ASO S±2ki^Mj^ VEGF jjjgs PGIS flH5-?©jg#3&5l 



WO 02/00258 



PCT/JPOl/05514 



-2 8- 

( i ) *m 

t h VEGF mttlts t h VEGF165 © cDNA (AiW^HI 2 ft^k *$d?d£J; t) 

n^-^t«7"7^^ FpCAGGS(Gene 108, 193-200(1991))© EcoRI 

t h PGIS^tfE^tts b h PGIS©cDNA (B.B.R.C. ,Vol.200,No. 3,pl728-1734 
(1994)) ^n-^>^U iti^ CMV^>^>-9--i:/?-7 ? ^^> 

rn^-^-^WlT^ijl^X ^ F pCAGGS(Gene 108, 193-200(1991 ))(;:# A 

( 2 ) 

1. C57BL/6J^>>^ (8M ffi) ^ffll^co 10 {g#SR©* > 7^ — 
200^ l MF*]ig-# Ls ii*a^^^-^rtt^-^;i/^p^A^ « £ £ C =fc D > 
v^^^^bfeo ^ ©t£TK©®M^I£i Its vj7^TJKitJfeAS0^^ 
;V£ftMLfco £TJKf5l*I[*]£s ±IB (1) ©AfE-?^ naked plasmid 
.©^T#^lmg^#b>Co l¥ilbT{±s {nrfc&^b&l^y hD-;i/W, VEGF 

l¥0 4i¥*^bfeo #S¥^{±4E©l&^^Stlfeo £M«^{-=S-7°^X^ F 
£&#f^5 B@ts j^JftTM^*©!: h VEGF ^>/^I®iH^s AN'ALYZA 
Immunoassay System human VEGF 3rv h (GENZYME) ; Sfflb^TrlJj^ bfco (121 8) 

2. ±^©^S^(lIli^^^fcJ;D^^XTKjtJftAS0 ; E^;b^^Mbfeo ^ 
©10 Sf^s Laser Doppler Imager (LDb Moor Instruments LtdtfcMs MLDI507 
0) £^TWTI&©M ; £f¥fffiU £i©it*§ItHbfc (E19;£^(IE 
m)s £TJK(AS0)) o ZOmm, 2feTKt^V>T«^M^^§ 100% £b 

^Trai^ll^fc, ±13 (1) ©?I1e^& naked plasmid ©JMT*#^500/zg i£ 

#bfe 0 stuit fsi*)^b^^=i> hD-zm^ vegf 
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T)itiV7*x7y$r—vm&L (mi2) , mm^co^mMmmm^m^. 

Ltzo ~&&mMm$l&£s Fisher's PLSDvS^ck tifTo fee 
(3)*g£ 

l.i8fc^ti:oCs iiTW^Ot h VEGF ^>^^K©vlJg(^ 3> 

©^^^LfciJ^-J; f VEGF^{E^t>*PGIS«^*-^^i^#bfe^ 

2 .LDI t J; DSiJ^bfe^TKcDM© 2MP^m©tiiJP*^m 10 (3 s ^ bT 4 
®F«©iiW£EI 11 t^bfeo VEGF«fc^-Ml, 3fOT3 s VEGF P 

n-imtlt^WGY mte=?m&, ^bt VEGF fcfc^Rtf PGIS&te-^cDtg-^fc: 
£\)MMti^m£tifco PGI S VEGF £^£{#^1" 

fE^#«^©±J^hl:b^bT^Wi3®^(3, (21B^: 
3 > h D-;i/ : 100%, , PGIS ?tfc^££^ : 105% VEGF : 117% VEGF 

^lfe : ?+PGIS»E^# : 115%; 4 MM®. : n> hn-;i/ : 100%, PGISAfc^S 
# : 103%, VEGF«1e^££# : 130% s VEGF ?11e?+PGIS Mitt^ : 169%, P<0.0 
1) o 

«fE^-#4MP^^©^l^^^fflJfil^S$ia 13 t^bfeo VEGF«{s^*£# 

^x^^m^mmmtmi3ui,fz 0 pgis«^^ vegf«^^{^i-^^ 

;b : 100%, PGISifrfK-?^ : 175%, VEGF : 221%, VEGF &£^+PGIS 

?tfe^# : 338%s P<0.0001) 0 
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££c£«tJK£ y)mittitz'j>te< h% int. m.m^m^^- \*-r%m 

8 . V E G F Mitt 1 7° D 7 $ it ^ 9 U >1§r£»Hmfc^ h * W8&f?fc# i: b T 
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1 2 . Mte^- % naked DNA CDTfcUl? |An;h«J:tSs 1 ~ 1 

1 3. fam&imRv?/xte^ummmfflim*%?2>wm, Rnmtm 

15. rD^^^^^U>^@#^?t1'E^^^jj^^bT^*T§. If^JI 
13Xlil 4fB*©lfii^if5£#«©±i^iJo 

16. ^PX^-tf-^ ^ \) >«i!f^^^M^t LtMt§s HGF 
1 7 . ^Jfilft^EXttKlM^cD^X^I^tfflV^tL^s IS^il 1 3~ 1 

6 ^rtii?mm(Dikmm^im(Dm^Mo 

1 9 . mM£mmxi±mmmm(D^mxi±^ffitem^t>n&s m&m 1 8mm 

20. e t s - l^t^hMif^ia^^^- FT&mvmte^t^mmfr 

21. e t s - lm^tikm^m^^- ^-r^momi^t^mm-r^ 

2 2. ilflT4H^HGFMyXliVEGF-e$)^, »fH20X(i2 1 
2 3. HGFm^be t s- lMfc^t%m$MfttLT*E;mt%s Mmffi 
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2 5 . MstiL&mmxitmmmmcDftmxit^mzm^ % m^M 20-2 

2 6. ets-llfi?W^i:lTM«s iflr4B^3-Ft 
2 7. Mi4S^HGF^tf/XliVEGFtfe§s If 5(<II 2 6 f3«©lfil 

2 8. e t s - llfe^^t WJ: UTMt§s HGFJtfe?fc«t5Jfili 

3 0. e t s - l^tfe^^^^^hbT^t-^s Mmm^Mo 

3 i . jgfej&^^mxttSjM^o^xii^i^^ffl^ h ti%, mmn 3 0 mm 

©lM§T»Jo 
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2/13 

m 2 
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4/13 
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3 >hn-;b HGF ETS1 HGF+ETS1 
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SkWk /m m 2 





600 




500 - 


m 
m 


400 - 


m 
m 


300 - 


w 






200 ~ 




100 - 




0 J 




_L 



* 




2 



HGF 



ets-1 HGF+ets-1 



WO 02/00258 



PCT/JP01/05514 



6/13 



(ng/g ti&U ) 



#8 4 
o 

f 3 



0 




n>hP-^ ETS-1 HGF HGF+ETS-1 



WO 02/00258 



PCT/JP01/05514 



7/13 



ng/g 



o 

X 

^ 




a>hP- ;U 



ETS-1 



WO 02/00258 



PCT/JP01/05514 



8/13 



8 




1 1 llliisi r ' - ~ : 

111 ■ " . \ § - 




a 



ii 



iff 

K 

II 



• 



i — i — i — i — i — i — i — i — r 



CO 

O 

+ 
Ph 

O 
> 



Ph 

O 
Ph 1 
> 



CO 
I— I 

O 

Ph 



T 
□ 



A 

n 



oooooooo 

LO O LO O LO O LO O 



o 

LO 



WO 02/00258 



PCT/JP01/05514 



9/13 



O 
O 

o 
o 

V 

CL, 




o 
< 



o 

CM 



o 
o 



o 

oo 



O 
CD 



T 

O 



o 

CNI 



WO 02/00258 



PCT/JP01/05514 



10/13 



1 0 



m pi 
> + 




WO 02/00258 



PCT/JPOl/05514 



m i i 



11/13 





mmmm 

u 


Ifllifilil 








C"; ; Wf:'^V.:i; ; ::-::::;.;'o:; ; ;; ^r.ly-^ 
-. - i< :• - $ Si .• ; =;U 










~ - 










< . ;- ; , - . . . * 


: ' . * ' : 




III . 1 1 : ! II 

'.V 




o 
o 

CM 



O 

CO 



o 

CO 



o 



o 

CM 



O 
O 



o 

CO 



o 

CO 



1 

o 



o 

CM 



> + 



n 



V 



WO 02/00258 



PCT/JP01/05514 




WO 02/00258 



PCT/JPOl/05514 



13/13 



1 3 





r 



T 



1 I ■ I 1 I 



T 



T 



T 



O O 
O LO 
^ CO 



o 
o 

CO 



o 

LO 
CM 



o 
o 

CM 



O 
LO 



O 

o 



o 

LO 



v 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP01/05514 



A. CLASSIFICATION OF SUBJECT MATTER 

Xnt.Cl 7 A61K45/00, 48/00; 31/711, 38/18, 31/5585, A61P9/00, 9/10 



According to International Patent Classification (IPC) or to both national classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 

Int. CI 7 A61K45/00, 48/00, 31/70-31/711, 38/00-38/42, 31/557-31/5585, 
A61P9/00-9/10 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 

CAPLUS (STN) , MEDLINE (STN) , EMBASE (STN), BIOSIS (STN) , BIOTECHABS (STN) , 
JICST (JOIS) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



WO 97/14307 Al (St. Elizabeth's Medical Center of 

Boston, Inc . ) , 

24 April, 1997 (24.04.97), 

Claims; working example 

& JP 11-514366 A 

Claims; working example 

& EP 883343 Al & US 6121246 A 

HE, H., et al., "Vascular Endothelial Growth Factor 
Signals Endothelial Cell Production of Nitric Oxide and 
Prostacyclin through Flk- 1/KDR Activation of c-Src", 
J. Biol. Chern., (1999), Vol.274, No. 35, pages 25130 and 
25135, especially, abstract, page 25134 

JONES, M. K. , et al . "Inhibition of angiogenesis by non- 
steroidal anti- inflammatory drugs: Insight into 
mechanisms and implications for cancer growth and ulcer 
healing", Nat. Med., (1999) , Vol.5, No. 12, pages 1418 and 
1423, especially, abstract, page 1422 



1-19 



1-19 



1-3,10,11, 
13,14,17 



Further documents are listed in the continuation of Box C. Q See patent family annex. 



* Special categories of cited documents: "T" 
"A" document defining the general state of the art which is not 

considered to be of particular relevance 
"E" earlier document but published on or after the international filing "X" 

date 

"L" document which may throw doubts on priority claim(s) or which is 

cited to establish the publication date of another citation or other "Y" 
special reason (as specified) 

"O" document referring to an oral disclosure, use, exhibition or other 
means 

"P" document published prior to the international filing date but later 
than the priority date claimed 



later document published after the international filing date or 
priority date and not in conflict with the application but cited to 
understand the principle or theory underlying the invention 
document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive 
step when the document is taken alone 

document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such 
combination being obvious to a person skilled in the art 
document member of the same patent family 



Date of the actual completion of the international search 
26 July, 2001 (26.07.01) 


Date of mailing of the international search report 

25 September, 2001 (25.09.01) 


Name and mailing address of the ISA/ 

Japanese Patent Office 

Facsimile No. 


Authorized officer 
Telephone No. 



Form PCT/ISA/210 (second sheet) (July 1992) 





INTERNATIONAL SEARCH REPORT 


International application No. 

PCT/JP01/05514 


C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT 


Category* 


Citation of document, with indication, where appropriate, of the relevant passages 


Relevant to claim No. 


Y 


Masahiko TSUJII, "COX to Kekkan Shinsei" , Igaku no 
Ayumi, April, 2000, Vol.193, No . 4 , pages 245 to 248; 
Full text 


1-3, 10, 11, 
13, 14,17 


Y 


EP 727490 Al (Tadashi TANABE) , 
21 August, 1996 (21.08.96), 
Claims 

& WO 95/30013 Al 
Claims 

& US 5814509 A 




1-19 



FormPCT/ISA/210 (continuation of second sheet) (July 1992) 



INTERNATIONAL SEARCH REPORT 


International application No. 

PCT/JP01/05514 


Box I Observations where certain claims were found unsearchable (Continuation of item 1 of first sheet) 



This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons: 



1. Q Claims Nos.: 

because they relate to subject matter not required to be searched by this Authority, namely: 



2 - CD Claims Nos.: 

because they relate to parts of the international application that do not comply with the prescribed requirements to such an 
extent that no meaningful international search can be carried out, specifically: 



3 - EH Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 
Box II Observations where unity of invention is lacking (Continuation of item 2 of first sheet) 
This International Searching Authority found multiple inventions in this international application, as follows: 
(See extra sheet.) 



1- CH As all required additional search fees were timely paid by the applicant, this international search report covers all searchable 
claims. 

2. Q As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment 

of any additional fee. 

3. [Z] As only some of the required additional search fees were timely paid by the applicant, this international search report covers 

only those claims for which fees were paid, specifically claims Nos.: 



4 - Ki No required additional search fees were timely paid by the applicant. Consequently, this international 
search report is restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 

Claims 1 to 19 



Remark on Protest The additional search fees were accompanied by the applicant's protest 

□ No protest accompanied the payment of additional search fees. 



Form PCTYISA/210 (continuation of first sheet (1)) (July 1992) 



INTERNATIONAL SEARCH REPORT 


International application No. 




PCT/JP01/05514 



Continuation of Box No. II of continuation of first sheet (1) 



The inventions as set forth in claims 1 to 19 and claims 20 to 31 
of the present case relate to medicinal compositions or drugs which are 
usable in angiogenic therapy. Since it had been publicly known to apply 
a gene encoding an angiogenesis factor, which is a matter described in common 
in these claims, to angiogenic therapy (see WO 97/143 07 Al) , it is recognized 
that the special technical feature in the inventions of the present case 
resides in combining this gene encoding an angiogenesis factor with other 
substance (s) . 

Since the v substances having a vasodilating effect and/or a platelet 
aggregation inhibitory effect and substances producing the same" described 
in claims 1 to 19 and the "ets-1 gene" described in claims 20 to 31 largely 
differ from each other in function, it is recognized that the inventions 
relating to the former and the inventions relating to the latter fail to 
satisfy the requirement of unity of invention. 



Form PCT7ISA/210 (extra sheet) (July 1992) 



PCT/J P0 1/05 5 1 4 



a. wftv>mrtz>$rm<D$m. (Bsmmsm ( i p c) ) 

Int. Cl 7 A6 1 K4 5/0 0, 4 8/0 0, 3 1/7 1 1, 3 8/1 8, 3 1/5 5 8 5, 
A6 1 P 9/0 0, 9/1 0 



W3tSrffofcft/jNRiam (BBMW^B (I PC) ) 
Int. Cl 7 A61K45/00, 48/00, 31/70-31/711, 38/00-38/42, 31/557-31/5585, A61P9/00-9/10 



CAPLUS (STN) , MEDLINE (STN) , EMBASE (STN) , BIOS IS (STN) , 
B I OTECHABS (STN) , J I CST (JO I S) 



C. 



3UfS:ifc«?. 



WO 97/14307 Al (ST. ELIZABETH' S MEDICAL 
CENTER OF BOSTON, INC.) 24. 4M. 1997 (24.04.97), 
#fF«*«DffiH, «M, & JP 11-514366 A, #fFft^cDf5H, M 
MM, & EP 883343 Al, & US 6121246 A 

HE, H. , et al. Vascular Endothelial Growth Factor 
Signals Endothelial Cell Production of Nitric Oxide and 
Prostacyclin through Flk-l/KDR Activation of c-Src. 
J. Biol. Chem. , 1999, Vol.274, No. -35, pages 25130 and 
25135, m^mm, p.25134#fil 



1-19 



1-19 



Taj mz.mm<D$b%$:mx"i,zts:< s -mift&ffiTkW&m-t 

sim^m^ fitch <^> 
roj nsfcisw^ ■Kffl, ssnfc 



«t o T ii £Wfc8* Jfc V ^ # *. E> ft 5 t> © 



2 6. 0 7. 0 1 



B#S#SW (I SA/J P) 
100-8915 



0 3-3 5 8 1-1 1 0 1 " 



4C 



9 7 3 6 



3 4 5 0 



ISPCT/ISA/2 10 (|2^) (1 9 9 8^7^) 



H8£tmR## PCT/JP0 1/05 514 



C Qgfcg) . 



was-*-* 



Y 



JONES, M. K. , et al. Inhibition of angiogenesis by non- 
steroidal anti-inflammatory drugs: Insight into mecha- 
nisms and implications for cancer growth and ulcer 
healing. Nat. Med., 1999, Vol. 5, No. 12, pages 1418 and 
1423, mzWih, p. 1422 



1-3, 10, 11, 
13, 14, 17 



No. 4, pp. 245-248, 



i^CDhtyZ*, 4M. 2000, Vol.193, 



EP 727490 Al (TANABE, 
2 1. 8fi. 1996 (21. 08. 

mm^mm, & wo 95/30013 ai, 

& US 5814509 A 



Tadashi) 
9 6) , 



1-3, 10, 11, 

13, 14, 17 
1-19 



«PCT/ISA/210 (H2-<— 3>0&«) (1 9 9 8¥7^) 



?-§- PCT/JP0 1/0 5 5 1 4 



&%S8£m33M. (PCTi7S(2)(a)) ©SSJ&JCfcP* £©jSISBS23K©J3J!*c©5iftf£ J: 9 ff^©fSH©— gtffco^Tf^ 



3. □ fft&OffiH tt v IOII»*0«ffl^*oTPCT*Hll6.4«0«2JtatJ«3*0«fite 



mew imam— mtxfn\sX^&ki*<onjL oei^— ^<Q3<pgK#) 



1. □ WMA^MsfeiSAnSi^^^ri-^TMWrtfc^bfcO-t?, r^HKii^#^{±, Tr*X<DWOE^1xWk 



4. g miSA^S*ii*nPft#im«rMF^I*lfctt#L^*^ofco-c?, roBIia^ft, W*©fSHco*^fcfBtt 

it*ro^H 1-19 

□ i64p»B!E*SS*h©iWW- k sfetcfcMBAa* fe'JMi* ire* fco fc„ 

«^PCT/I SA/2 1 0 (^l-^-^CD^ (1) ) (1 9 9 8^7M) 



H^WM*^ PCT/JP0 1/0 5 5 1 4 



f44S^l©*3S-Ofc5«>6, (WO 97/14307 Al#flg) N «»Mfcj8»t 5«rSU©fi^«lW»i! 



SSPCT/ISA/2 10 (#5IJ^?-^) (1 9 9 8^7J) 



